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BE&2££££ 

Upon entry of the present amendments, claims 1-70 are pending in mis 
application. Claims 1, 10, 14, 18, 22, 28, 34, 40, SO, 51 and 52 have been amended as shown 
above. Specifically, claim 1 Iub been aniondod to lecite a proviso that when n is 0,R 2 is H or 
(Ci-Cda&yl. Supportfbr this amendment can be found m Table l.mexampfcs 1-28 mon^i 
1-133, and in me claims as originally filed. Claims 10, 14, 18, 22, 28, 34, 40, 50, 51 and 52 
have been amended to remove their dependency on claim 1. Claim 52 haa been amended to 
recite "a method for modulating me production or proliferation of T-ceUs." Support for mis 
amendment can be found throughout the specification, ag.. at page 2, lines 20 through page 
3, Hue 8. Support for newly added claim* 68-70 can be found at Page 1, lines 16-20 and at 
page 87, fines 16-27. No new matter has been added. Applicants reserve their rights to 
prosecute me subject matter of any canceled claim in one or more continuation, continuation- 
in-part, or divisional applications. 



nifrnn AOuSl and 64-67 aland rejected under 35 U.S. C. 8 112 first paragraph. 
In particular, me mil scope of me claims is allegedly not enabled. Applicants respectfully 
traverse mis rejection for the following reasons. 

AstheExammerisaware,paimt^ 
art. frfamfl »f Patent w^«mtnltt f ftgc^BS § 2164.01 (8th ed„ August 2001). 

Consequently, "foe test of enablement is whether one reasonatty skuledfo the art could niake 
OTiise the iirventicn from m^ 

art without undue experimentation." Id. (quoting United States v. Telectronias, Dtc^ 857 F.2d 
778, 785 (Fed. Or. 1988). Furnmnnore, exporhnsntatm^ 

maybe complex, expensive, ortmre-cmauming. ItL, §§ 2164.01 and 2164.06 (atin&/br 
example, In re Certain Limited-Charge Cell Culture Microcarriers, 221 USPQ 1165, 1174 
(tart Trade Comm'n 1983); In re Wands, 858 F.2d 731. 737 (Fed. Or. 1988); A re Cotianni, 
561 F.2d 220, 224 (CCPA 1977); United States v. Telectronta, Inc., 857 F-2d 778, 785 (Fed. 
Cir. 1988)). 

Claims 49-52 and 64-67 are directed, in part toinefoc4sofinodulatmgme 
production of certain cytokines and T-ccUs. Mc^uMitmis atermwen-lmowninmeart 
which, unlike the definition asserted by the examiner, does not requite the rimultaneous 
enhancement and inhibition of an activity by a single compound. See, e.g., Stedman 's 
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Medical Dictionary (27* Ed). According to the claimed methods, modulation is achieved by 
administering a compound of the fflvention to a mammal or mnmrnntian ccIL This can be 
readily accomplished by those of ordinary skill in the art, as Applicants have felly described 
how to synthesize compounds of the invention. See e.g., page 70 line 1 through page 77, 
line 33. Applicants have also fully described methods of administering compounds of the 
invention. See e.g., page 80 line 1 through page 84, brie 23. Applicants have farther 
described assays feat caa be used to detennm 

fevenuon, and other means of testing fee compounds to modulate TNF-a, IL-lt},IL-10 orT- 
cellprwinctionBroweUknowntothoseof orm Thus, one of ordinary 
skill in the art would be able to make and use the claimed invention with no or merely routine 
experimentation. For this reason. Applicants respectfully request that fee rejection of claims 
49-52 and 64-67 be withdrawn. 



Tt.« ggjegitoa Mte B AC - » Shoald be Withdrawn 

Claims 1. 4. 6. 9. 10, 12, 14, 16, 1«, 20, 22, 24, 25, 28, 30, 34, 36, 37 and 40 

stand rejected under 35 U.S.C. § 1 02(b) as allegedly anticipated by Intranational Patent 

Publication WO 98/54170 to MuUer et al. CMufleO- Applicants respectfully traverse this 

rcj ection for the following reasons. 

A prior art reference must disclose all of fee limitations of a claim in order to 

anticipate that chum. SeeMJ.E.P.§ 2131. There must tem> difference between 
invention and the reference disclosure as viewed by one of oidinary skill in fee art Scripps 
dime & Research Fdn. v. Qenentech, 927 F.2d 1565, 1576 (Fed. Or. 1991). Pot another 
way, "[a] claim is anticipated and feerefbre invalid only when a single prior art reference 
discloses each and every offeeelaim." Giaxo Inc. v. Novapharm Lid., 52 F.3d 

1043, 1047. cert denied, 116 S. Ct 516 (1995) (cifenona omitted) (emphasis added). 

hi fee event a reference does not explicitly teach all elements of a claim, 
anticipation can only be shown by inherency if, and only if, the cited reference makes it clear 
that fte missing descriptive matter is necessarily present m the tiring described in toe 
reference and that it would be bo recognized by one of ordinary skill in the art. In re 
Robertson. 169 FJd 743, 49 TJ.SJ.QAi 1949 (Fed. Cir. 1999) (citing Continental Can 
C 0 mpanylMJhc.v.MonsantoCtompany,W¥M Cbmajuentiy. 
inherency cannot be established by probabilities or possibilities: n [t]he mere tact that a 
certain thing may result &om a given set of circumstances is not sufficient to support an 
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assertion of inherency." In re Oelrich, 212 U.S *.Q. 323, 326 (CC J A. 1981) (quoting 
Hansgtrzv.Kemmer, 102 F.2d 212. 414 (C.OP.A. 1939)). Therefore, "pjn rdying upon toe 
theory of inherency, the examiner must provide a basis in fact and/or technical reasoning to 

tthe j 



flows fiom the teachings of the applied prior art" MP.EP. § 21 12, citing Ex. parte Levy, 17 
U.S.P.Q-2d 1461, 1464 (Bd Pat. App. & Inter. 1990). 

Claim 1 has been ameiHiodtorecjteapro 
C4)alkyU and daims 10, 14, tnd 18 hrobeeo mended to 

1. These, and the other pending dependent claims do not read on Formula HB of Mullcr. 
Formula ID3 requires the-NHR 5 moiety be bound directly to the benzene functionality. The 
compounds of claim 1. when n is not 0, and claims 10, 12, 14, 16, 18, and 20, all have a 
methylene group between the benzene functionality and the-NHR moiety. Therefore, Midler 
does not disclose of all the limitations of toe pending claims. 

Claims 22, 28, and 34 have been amended to remove their dependoicy on 
claim 1 . Claims 1 , 22. 24, 25, 28, 30, 34, 36, and 37 do not read on Formula DB of Mutter. 
Formula IIB discloses compounds where R 6 is alkyl of 1 to 8 carbon atoms, beozo, chloro or 
flyoro. Claim 1, whenn is 0, and claims 22, 24. 25, 28, 30, 34, 36. and 37, rtxite compounds 
where R 2 is hydrogen or C1-C4 alkyl. Therefore, MuDer doesnot disclose all of toe 
limitations of claims 1, 22, 24, 25, 28, 30, 34, 36, sod 37, sod cannot anticipate toe instant 
claims. 

Finally, claim 40 has been amended to remove its d ep en dency on claim 1. No 
compound of Muller anticipates instant Claim 40. Applicants tooefiae respectfoHy request 
the rejection under 35 U.S.C. §102(b) be withdrawn. 



ttIL8.C.61C3iel 



Oaims 1-67 stand rejected under 35 U.S.C. § 103(a) as allegedly oupatentable 
over United States Patent No, 5,635,517 ("toe '517 retort") in view of Mnller, Design of 
Proirugs by Hans BundgaarfCB^ 

Smith et al. ("Smith"). Applicants respectfully traverse toe rejection for toe reasons 
discussed below. 

In order to properly determine a prima fade case of obviousness, an examiner 
"must step backward in time and into the shoes wore by the hypothetical person of ordinary 
skill in the art' when the invention was unknown and just before it was made." MJ\Ei>. 
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§2142. This is important, as "impermissible hindsight must be avoided ami the legal 
ocmch^on must be reached on tfe basis ftfef^gle^ mom to prior art'' Id. Tb« 
basic criteria must thenbe met: first, mere must be some suggestion* motion to modify 



or 



ouitbird, the prior art refeieiK^mu^ I<LaX 
§2143 With reg-rd to me m^criterbn.rtia important to 

reier^csnbecombmed™ 

uxdess the prior art also suggests the desirability of the combination.- J* at 2143.01 (citing 
In re Mills, 916 F3d 680 (Fed. Or. 1990)). 

Claims 1 -67 relate to compounds, compositions and methods of treatment 

using a novel class of isoindole-hnide conmounds. The«517 patent relates to a distinct class 

ofisoindole-imidecoinpomds. mfa^toExsnnnerbasad™^ 

'S17 patent are not encompassed by the pres^w See, Office Action, page 3. 

However, the Exaiiuner alleges that the claimed compounds are prodrugs of componnds of 

the '517 patent, and thai to preparation of f 

Bungaard,Naik and Smith. TtoBcammer.abo alleges that to compel of to present 
invmtionareprodrugsoftohdomide.aruith^ 

makeaprodnigoftolidomidetoavoid its advert ^i^^P* 0 ^**^" 

First, Applicants tespeclfblly anbimtthat to assertion tot to present 
claimed compoands are prodrugs of to connxsnidsofto '517 patent is e^w^ 
tactual support 1 

Second, while Bungaard does describe to formation of prodrugs generally, 
and Naik describes specific ptodrugs <rfaadcprotoesten^no?to» ones to '517 patent 
alone ormcombmationwimM 
ccmpotmds of to '517 patem m to specific n^ 
the invention. Evmif, for tosakeof argun^ toc^mbin^ 
n^dification. it would not Have j^videdtose of ordinary s^ 

expectation of suoceeafolly obtaining to claimed invention See bt re Fine, 837 F2A 1071, 
1075,5U.SJ.Q.2dl596(Fed.Cir. 1988). TTiis is because to cited refaences do not teach 
or suggest tot this n^xiification would be effective in modulating the production of TOT-<*, 

1 To to extent these assertions are based on to ^^lP ma £^!^v L 
AppU«m^ re^ectfully request tot such knowledge be supported by an affidavit. 37 CJ?*- 

§1.104(d)(2) 
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alone, or in comi 
withdrawal of the rejection. 



, - CA .7«d«twtenfl and overclaims 1-10 ofUmtert &taa» rao^ 
and claims 1-12 of Umted States ***** * ..^^fe^oaof -WO98/54170, which . . 

corresponds to flK "754 paiaffl,i™»^ *» Sections be withdrawn. 

— *w the obvkjus-tvpc doable patent ngectoous dc 

Applicants i 



J ^.^^ 0Q7O72.487. This is a provisional rejection. 



allowable, Appficanta will take 
Disclaimer) 



application is respectfully requested. 




Date: ^on^U^aX <■**■■> 
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